By treating these cells with a mutagen (ICR 3 5 5 ) , we have isolated variant clones which have become resistant to the effects of steroids. Comparison of the cellular proteins in five dexamethasoneresistant clones has been performed by twodimensional gel electrophoresis. Several differences between the protein constellations of these clonal cell lines have been observed. These results suggest that mutation has occurred at several sites in the various clones which have been selected for their resistance to steroids.
The effects of dexamethasone on the proteins of the glucocortiooid-sensitive parental cell-line (C7) are also being studied by two-dimensional electrophoresis during the period leading up to glucocorticoid-induced cell death. Rat AFP is a strong estrogen-binding globulin (Ka=107-108 M-! n=l) which appears in large quantities in fetal serum and amniotic fluid. Photoaffinity labeling of purified AFP in the steroid bindingsite was undertaken with a photoreactive estrone derivative (4-azidoestrone). AFP presents a high affinity for this derivative (Ka"107 M-l) and the modification of the protein appears to be binding-site specific since protection is achieved in presence of estradiol. The AFP which was chemically modified could be separated by affinity chromatography on 4-aminosuccinyl estrone-AHSepharose. After complete acid hydrolysis, separation between the azidoestrone labeled amino acids and the free amino acids was carried out by HPLC. Subsequent identification of the labeled amino acid is in progress by mass spectrometry. Shionogi 115 mouse mammary tumour cells show a receptor-mediated proliferative response to androgens when cultured in the presence of testosterone. Androgen deprivation results in a reduction of growth rate and changes in cell morphology. These changes are associated with increased cell-substrate adhesion and increased organisation of the cytoskeleton especially the microfilament bundles. The biochemical basis of androgen effects on the cell membrane and cy toskele t on are being investigated .
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Ontogenesis of Hepatic Nuclear Oestrogen Receptors i n t h e Rat. P Tamulevicius, E R Lax, A H u l l e r , C S t r e f f e r , H S c h r i e f e r s . U n i v e r s i t a t s k l i n i k u m Essen, Hufelandstr. 55, D43 Essen 1 , F.R.G.
The c o n c e n t r a t i o n o f oestrogen receptors i n t h e n u c l e i o f l i v e r c e l l s from NaC1-and e t h i n y l o e s t r a d i o l -t r e a t e d r a t s was determined a t r e g u l a r i n t e r v a l s s t a r t i n g a t 3 days b e f o r e b i r t h and t e r m i n a t i n g on t h e 110th day o f l i f e . Endogenous n u c l e a r r e c e p t o r concentrations a r e q u i t e h i g h d u r i n g t h e p e r i n a t a l period, decrease towards puberty and then increase s l i g h t l y as t h e r a t s mature. V i r t u a l l y no t r a n s l o c a t i o n can be shown b e f o r e t h e onset o f puberty (day 25); t h e r e a f t e r t h e number o f t r a n s l o c a t e d receptors increases d r a m a t i c a l l y reaching a maximum by day 80. No s i g n i f i c a n t sex d i f f e r e n c e s were detected. The e x t r a c t a b i l i t y o f t h e nuclear receptors w i t h 0.4 m o l / l KC1 v a r i e s d u r i n g t h e course o f l i f e and according t o treatment: E x t r a c t a b i l i t y i s v e r y h i g h (90%) up t o about day 12 o f l i f e , b u t decreases markedly b e f o r e t h e onset o f puberty. Translocated receptors appear t o be t i g h t l y bound.
